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This document contains: 

- The original protocol document (v1.0) 
- The final protocol document (v2.0) 
- A summary of changes between protocol version 1.0 and 2.0 
- The statistical analysis plan (unchanged from original version)  
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Table 1: Baseline characteristics – ITT population. 

Characteristics Intervention Group 
(N=XX) 

SOC Group 
(N=XX) 

Age, yr xx (xx, xx) xx (xx, xx) 
Sex, male, n (%) xx (xx.x) xx (xx.x) 
Co-morbidities xx (xx, xx) xx (xx, xx) 
  Diabetes, n (%) xx (xx.x) xx (xx.x) 
  Cerebrovascular disease, n (%) xx (xx.x) xx (xx.x) 
  Malignancies, n (%) xx (xx.x) xx (xx.x) 
Body temperature,  xx (xx.x) xx (xx.x) 
Fever xx (xx.x) xx (xx.x) 
Respiratory rate > 24 /min, n (%) xx (xx.x) xx (xx.x) 
Systolic blood pressure < 90 mmHg, n (%) xx (xx.x) xx (xx.x) 
White blood cell count (× 109/L) xx (xx, xx) xx (xx, xx) 
    4-10, n (%) xx (xx.x) xx (xx.x) 
    <4, n (%) xx (xx.x) xx (xx.x) 
    >10, n (%) xx (xx.x) xx (xx.x) 
Lymphocyte count (× 109/L) xx (xx, xx) xx (xx, xx) 
     1.0, n (%) xx (xx.x) xx (xx.x) 
    < 1.0, n (%) xx (xx.x) xx (xx.x) 
Platelet count (× 109/L) xx (xx, xx) xx (xx, xx) 
     100, n (%) xx (xx.x) xx (xx.x) 
    < 100, n (%) xx (xx.x) xx (xx.x) 
Serum creatinine (μmol/L) xx (xx, xx) xx (xx, xx) 
     133, n (%) xx (xx.x) xx (xx.x) 
    > 133, n (%) xx (xx.x) xx (xx.x) 
Aspartate aminotransferase (U/L) xx (xx, xx) xx (xx, xx) 
     40, n (%) xx (xx.x) xx (xx.x) 
    > 40, n (%) xx (xx.x) xx (xx.x) 
Alanine aminotransferase (U/L) xx (xx, xx) xx (xx, xx) 
     50 xx (xx.x) xx (xx.x) 
    > 50 xx (xx.x) xx (xx.x) 
Lactate dehydrogenase (U/L) xx (xx, xx) xx (xx, xx) 
     245 xx (xx.x) xx (xx.x) 
    > 245 xx (xx.x) xx (xx.x) 
Creatine kinase (U/L) xx (xx, xx) xx (xx, xx) 
     185 xx (xx.x) xx (xx.x) 
    > 185 xx (xx.x) xx (xx.x) 
NEWS2 score at day 1 xx (xx, xx) xx (xx, xx) 
Seven-category scale at day 1 xx (xx, xx) xx (xx, xx) 
3 Hospitalization, not requiring supplemental oxygen, n (%) xx (xx, xx) xx (xx, xx) 
4 Hospitalization, requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x) 
5 Hospitalization, requiring HFNC and/or non-IMV, n (%) xx (xx.x) xx (xx.x) 
6 Hospitalization, requiring ECMO and/or IMV, n (%) xx (xx.x) xx (xx.x) 
Days from illness onset to randomization (days) xx (xx, xx) xx (xx, xx) 
    Early ( 12 days of symptom onset), n (%) xx (xx.x) xx (xx.x) 
    Late (> 12 days of symptom onset), n (%) xx (xx.x) xx (xx.x) 
Mean viral load (SD), log10 copies/mL at day 1 xx xx xx xx 
Vasopressors, n (%) xx (xx.x) xx (xx.x) 
Renal replacement therapy, n (%) xx (xx.x) xx (xx.x) 
Non-invasive mechanical ventilation, n (%) xx (xx.x) xx (xx.x) 
Invasive mechanical ventilation, n (%) xx (xx.x) xx (xx.x) 
ECMO, n (%) xx (xx.x) xx (xx.x) 
Antibiotic, n (%) xx (xx.x) xx (xx.x) 
Corticosteroids therapy, n (%) xx (xx.x) xx (xx.x) 
Days from illness onset to corticosteroids therapy (days) xx (xx, xx) xx (xx, xx) 
Days of corticosteroids therapy (days) xx (xx, xx) xx (xx, xx) 

Note. Numbers in parenthesis correspond to interquartile range observed value for continuous variables and to percentages 
for indicator variables as appropriate. Abbreviation: NEWS2 = National Early Warning Score 2; HFNC = high-flow nasal 
cannula for oxygen therapy; IMV = invasive mechanical ventilation; ECMO = extracorporeal membrane oxygenation; SD = 
standard deviation. 
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Table 2: Outcomes in the intention-to-treat population. 

Variable Intervention Group 
(N=XX) 

Control 
 (N=XX) 

Difference  

TTCI xx (xx, xx) xx (xx, xx) xx (xx, xx)† 
Day 28 mortality, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
   Early ( 12 days of symptom onset) xx (xx.x) xx (xx.x) xx (xx, xx) 
   Late (> 12 days of symptom onset) xx (xx.x) xx (xx.x) xx (xx, xx) 
Clinical improvement rates   xx (xx, xx) 
Day 7, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
Day 14, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
Day 28, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
ICU length of stay (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
ICU length of stay of survivors (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
ICU length of stay of non-survivors (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
IMV duration (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Length of oxygen support (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Hospital length of stay (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Days from randomization to discharge (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Days from randomization to death (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Seven-category scale at day 7    

1 Not hospitalized, and resume normal activities, n (%) xx (xx.x) xx (xx.x)  
2 Not hospitalized, but unable to resume normal activities, n (%) xx (xx.x) xx (xx.x)  
3 Hospitalization, not requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
4 Hospitalization, requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
5 Hospitalization, requiring HFNC and/or non-IMV, n (%) xx (xx.x) xx (xx.x)  
6 Hospitalization, requiring ECMO and/or IMV, n (%) xx (xx.x) xx (xx.x)  
7 Death, n (%) xx (xx.x) xx (xx.x)  

Seven-category scale at day 14    
1 Not hospitalized, and resume normal activities, n (%) xx (xx.x) xx (xx.x)  
2 Not hospitalized, but unable to resume normal activities, n (%) xx (xx.x) xx (xx.x)  
3 Hospitalization, not requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
4 Hospitalization, requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
5 Hospitalization, requiring HFNC and/or non-IMV, n (%) xx (xx.x) xx (xx.x)  
6 Hospitalization, requiring ECMO and/or IMV, n (%) xx (xx.x) xx (xx.x)  
7 Death, n (%) xx (xx.x) xx (xx.x)  

Note. Number (percentage) or median (interquartile range) is summarized as appropriate. Abbreviation: ICU = 

intensive care unit; HFNC = high-flow nasal oxygen therapy; IMV = intensive mechanical ventilation; ECMO = 

extracorporeal membrane oxygenation; TTCI = time to clinical improvement. Clinical improvement (the event) was 

defined as a decline of two categories on the modified seven-category ordinal scale of clinical status, or hospital 

discharge.  

Differences were expressed as rate differences or Hodges-Lehmann estimator and 95% confidence intervals.  

† The hazard ratio was estimated by COX proportional risk model. 
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Table 3: Outcomes in the modified intention-to-treat population. 

Variable Intervention Group 
(N=XX) 

Control 
 (N=XX) 

Difference  

TTCI xx (xx, xx) xx (xx, xx) xx (xx, xx)† 
Day 28 mortality, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
   Early ( 12 days of symptom onset) xx (xx.x) xx (xx.x) xx (xx, xx) 
   Late (> 12 days of symptom onset) xx (xx.x) xx (xx.x) xx (xx, xx) 
Clinical improvement rates   xx (xx, xx) 
Day 7, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
Day 14, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
Day 28, n (%) xx (xx.x) xx (xx.x) xx (xx, xx) 
ICU length of stay (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
ICU length of stay of survivors (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
ICU length of stay of non-survivors (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
IMV duration (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Length of oxygen support (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Hospital length of stay (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Days from randomization to discharge (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Days from randomization to death (days) xx (xx, xx) xx (xx, xx) xx (xx, xx) 
Seven-category scale at day 7    

1 Not hospitalized, and resume normal activities, n (%) xx (xx.x) xx (xx.x)  
2 Not hospitalized, but unable to resume normal activities, n (%) xx (xx.x) xx (xx.x)  
3 Hospitalization, not requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
4 Hospitalization, requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
5 Hospitalization, requiring HFNC and/or non-IMV, n (%) xx (xx.x) xx (xx.x)  
6 Hospitalization, requiring ECMO and/or IMV, n (%) xx (xx.x) xx (xx.x)  
7 Death, n (%) xx (xx.x) xx (xx.x)  

Seven-category scale at day 14    
1 Not hospitalized, and resume normal activities, n (%) xx (xx.x) xx (xx.x)  
2 Not hospitalized, but unable to resume normal activities, n (%) xx (xx.x) xx (xx.x)  
3 Hospitalization, not requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
4 Hospitalization, requiring supplemental oxygen, n (%) xx (xx.x) xx (xx.x)  
5 Hospitalization, requiring HFNC and/or non-IMV, n (%) xx (xx.x) xx (xx.x)  
6 Hospitalization, requiring ECMO and/or IMV, n (%) xx (xx.x) xx (xx.x)  
7 Death, n (%) xx (xx.x) xx (xx.x)  

Note. Number (percentage) or median (interquartile range) is summarized as appropriate. Abbreviation: ICU = 

intensive care unit; HFNC = high-flow nasal oxygen therapy; IMV = intensive mechanical ventilation; ECMO = 

extracorporeal membrane oxygenation; TTCI = time to clinical improvement. Clinical improvement (the event) was 

defined as a decline of two categories on the modified seven-category ordinal scale of clinical status, or hospital 

discharge.  

Differences were expressed as rate differences or Hodges-Lehmann estimator and 95% confidence intervals.  

† The hazard ratio was estimated by COX proportional risk model. 



 

 

Table 4: Classification of Adverse Events using the NIH Common Terminology Criteria for Adverse Events (CTCAE), Version 4.0. 

 
 Grade 

Adverse Event 1 2 2 4 5 

Anemia Hemoglobin (Hgb) <LLN - 

10.0 g/dL; <LLN - 6.2 mmol/L; 
<LLN - 100 g/L 

Hgb <10.0 - 8.0 g/dL; <6.2 - 

4.9 mmol/L; <100 - 80g/L 

Hgb <8.0 g/dL; <4.9 mmol/L; 

<80 g/L; transfusion indicated 

Life-threatening 

consequences; urgent 

intervention indicated 

Death 

Diarrhea Increase of <4 stools per day 

over baseline; mild increase in 
ostomy output compared to 
baseline 

Increase of 4 - 6 stools per 

day over baseline; moderate 

increase in ostomy output 

compared to baseline 

 

Increase of >=7 stools per day 
over baseline; incontinence; 
hospitalization indicated; 
severe increase in ostomy 
output compared to baseline; 
limiting self-care ADL 

Life-threatening 

consequences; urgent 

intervention indicated 

 

Death 

Allergic reaction  

 

Transient flushing or rash, 

drug fever <38 degrees C 

(<100.4 degrees F); 

intervention not indicated 

 

Intervention or infusion 

interruption indicated; 

responds promptly to 

symptomatic treatment (e.g., 
antihistamines, NSAIDS, 
narcotics); prophylactic 
medications indicated for 
<=24 hrs 

 

Prolonged (e.g., not rapidly 

responsive to symptomatic 

medication and/or brief 

interruption of infusion); 

recurrence of symptoms 

following initial improvement; 

hospitalization indicated for 

clinical sequelae (e.g., renal 

impairment, pulmonary 

infiltrates) 

Life-threatening 

consequences; urgent 

intervention indicated 

 

Death 



 

 

 Grade 

Adverse Event 1 2 2 4 5 

Local skin necrosis at the 
injection site  

Asymptomatic or mild  

symptoms; clinical or  

diagnostic observations only;  

intervention not indicated  

Moderate; minimal, local or  

noninvasive intervention  

indicated; limiting age 
appropriate  

instrumental ADL  

Severe or medically significant  

but not immediately 
life-threatening;  

hospitalization or  

prolongation of existing  

hospitalization indicated;  

disabling; limiting self-care  

ADL  

Life-threatening 
consequences; urgent  

intervention indicated  

Death  

 

Tongue Edema  Asymptomatic or mild  

symptoms; clinical or  

diagnostic observations only;  

intervention not indicated  

Moderate; minimal, local or  

noninvasive intervention  

indicated; limiting age 
appropriate  

instrumental ADL  

Severe or medically significant  

but not immediately 
life-threatening;  

hospitalization or  

prolongation of existing  

hospitalization indicated;  

disabling; limiting self-care  

ADL  

Life-threatening 
consequences; urgent  

intervention indicated  

Death  

 

Dyspnea  

 

Shortness of breath with 
moderate exertion  

Shortness of breath with 
minimal exertion; limiting 
instrumental ADL  

Shortness of breath at rest; 
limiting self care ADL  

Life-threatening 
consequences; urgent 
intervention indicated  

 

Death 

Urticaria Urticarial lesions covering 
<10% BSA; topical 

Urticarial lesions covering 10 
- 30% BSA; oral intervention 

Urticarial lesions 
covering >30% BSA; IV 

- - 



 

 

 Grade 

Adverse Event 1 2 2 4 5 

intervention indicated  

 

indicated  

 

intervention indicated  

 

Alanine aminotransferase 

increased 

>ULN - 3.0 x ULN  >3.0 - 5.0 x ULN  >5.0 - 20.0 x ULN  >20.0 x ULN  - 

Aspartate aminotransferase 

increased 

>ULN - 3.0 x ULN  >3.0 - 5.0 x ULN  >5.0 - 20.0 x ULN  >20.0 x ULN  - 

Blood bilirubin increased  

 

>ULN - 1.5 x ULN  >1.5 - 3.0 x ULN  >3.0 - 10.0 x ULN  >10.0 x ULN  - 

      

CPK increased  

 

>ULN - 2.5 x ULN  >2.5 x ULN - 5 x ULN  >5 x ULN - 10 x ULN  >10 x ULN  - 

Creatinine increased  

 

>1 - 1.5 x baseline; >ULN - 

1.5 x ULN 

>1.5 - 3.0 x baseline; >1.5 - 

3.0 x ULN 

>3.0 baseline; >3.0 - 6.0 x 

ULN 

>6.0 x ULN  - 

Electrocardiogram QT 

corrected interval prolonged 

 

QTc 450 - 480 ms  QTc 481 - 500 ms  

 

QTc >= 501 ms on at least 

two separate ECGs 

 

 

QTc >= 501 or >60 ms 

change from baseline and 

Torsade de pointes or 

polymorphic ventricular 

tachycardia or signs / 
symptoms of serious 

arrhythmia 

- 



 

 

 Grade 

Adverse Event 1 2 2 4 5 

GGT increased  

 

>ULN - 2.5 x ULN  >2.5 - 5.0 x ULN  >5.0 - 20.0 x ULN  >20.0 x ULN  - 

INR increased  >1 - 1.5 x ULN; >1 - 1.5 times 
above baseline if on 

anticoagulation 

>1.5 - 2.5 x ULN; >1.5 - 2.5 

times above baseline if on 

anticoagulation 

>2.5 x ULN; >2.5 times above 
baseline if on anticoagulation 

- - 

Lymphocyte count decreased  <LLN - 800/mm3; <LLN - 0.8 

x 10e9 /L 

<800 - 500/mm3; <0.8 - 0.5 x 
10e9 /L 

<500 - 200/mm3; <0.5 - 0.2 x 
10e9 /L 

<200/mm3; <0.2 x 10e9 /L  - 

Neutrophil count decreased  <LLN - 1500/mm3; <LLN - 1.5 
x 10e9 /L 

<1500 - 1000/mm3; <1.5 - 1.0 
x 10e9 /L 

<1000 - 500/mm3; <1.0 - 0.5 x 
10e9 /L 

<500/mm3; <0.5 x 10e9 /L  - 

Platelet count decreased  <LLN - 75,000/mm3; <LLN - 

75.0 x 10e9 /L 

<75,000 - 50,000/mm3; <75.0 
- 50.0 x 10e9 /L 

<50,000 - 25,000/mm3; <50.0 - 
25.0 x 10e9 /L 

<25,000/mm3; <25.0 x 10e9/L - 

Serum amylase increased 

 

>ULN - 1.5 x ULN  >1.5 - 2.0 x ULN  >2.0 - 5.0 x ULN  >5.0 x ULN  - 

White blood cell decreased  <LLN - 3000/mm3; <LLN - 3.0 
x 10e9 /L 

<3000 - 2000/mm3; <3.0 - 
2.0x 10e9 /L 

<2000 - 1000/mm3; <2.0 - 1.0 
x 10e9 /L 

<1000/mm3; <1.0 x 10e9 /L  - 

Dysgeusia  

 

Altered taste but no change in 
diet  

 

Altered taste with change in 
diet (e.g., oral supplements); 
noxious or unpleasant taste; 
loss of taste  

 

- - - 

Nausea  Loss of appetite without 
alteration in eating habits  

Oral intake decreased without 
significant weight loss, 

Inadequate oral caloric or fluid 
intake; tube feeding, TPN, or 

- - 



 

 

 Grade 

Adverse Event 1 2 2 4 5 

dehydration or malnutrition  hospitalization indicated  

Vomiting  Intervention not indicated  Outpatient IV hydration; 
medical intervention indicated  

Tube feeding, TPN, or 
hospitalization indicated  

Life-threatening consequences  Death  

 

Abdominal Pain  Mild pain  Moderate pain; limiting 
instrumental ADL  

Severe pain; limiting self care 
ADL  

 

- - 

Headache Mild pain  

 

Moderate pain; limiting 

instrumental ADL 

Severe pain; limiting self-care 
ADL 

- - 

Depression  

 

Mild depressive symptoms  

 

Moderate depressive 

symptoms; limiting 

instrumental ADL 

 

Severe depressive symptoms; 

limiting self-care ADL; 

hospitalization not indicated 

Life-threatening 

consequences, threats of 

harm to self or others; 

hospitalization indicated 

 

Death 

Insomnia  

 

Mild difficulty falling asleep, 

staying asleep or waking up 

early 

 

Moderate difficulty falling 

asleep, staying asleep or 

waking up early 

Severe difficulty in falling 

asleep, staying asleep or 

waking up early 

- - 

Mania  

 

Mild manic symptoms (e.g., 

elevated mood, rapid 

thoughts, rapid speech, 

Moderate manic symptoms 

(e.g., relationship and work 

difficulties; poor hygiene) 

Severe manic symptoms (e.g., 
hypomania; major sexual or 
financial indiscretions); 
hospitalization not indicated 

Life-threatening 

consequences, threats of 

harm to self or others; 

Death 



 

 

 Grade 

Adverse Event 1 2 2 4 5 

decreased need for sleep) 

 

 hospitalization indicated 

 

Psychosis  

 

Mild psychotic symptoms  

 

Moderate psychotic symptoms 
(e.g., disorganized speech; 

impaired reality testing) 

Severe psychotic symptoms 

(e.g., paranoid; extreme 

disorganization); 

hospitalization not indicated 

Life-threatening 

consequences, threats of 

harm to self or others; 

hospitalization indicated 

Death 

Bronchospasm  

 

Mild symptoms; intervention 

not indicated 

 

Symptomatic; medical 

intervention indicated; 
limiting 

instrumental ADL 

 

Limiting self-care ADL; 
oxygen 

saturation decreased 

 

Life-threatening respiratory or 
hemodynamic compromise; 

intubation or urgent 

intervention indicated 

Death 

- Other, specify 

 

Asymptomatic or mild 

symptoms; clinical or 

diagnostic observations only; 

intervention not indicated 

 

Moderate; minimal, local or 

noninvasive intervention 

indicated; limiting age 
appropriate 

instrumental ADL 

 

Severe or medically significant 

but not immediately 
life-threatening; 

hospitalization or 

prolongation of existing 

hospitalization indicated; 

disabling; limiting self-care 

ADL 

Life-threatening 
consequences; urgent 

intervention indicated 

 

Death 

 



 

 

Table 6: Summary of Protocol Violations. 

Characteristics Intervention Group 
(N=XX) 

SOC Group 
(N=XX) 

   
Protocol Violations xx (xx.x) xx (xx.x) 
  xxxxx xx (xx.x) xx (xx.x) 
  xxxxx xx (xx.x) xx (xx.x) 
   
Reasons for protocol violations   
  xxxxx xx (xx.x) xx (xx.x) 
  xxxxx xx (xx.x) xx (xx.x) 
   
Any consequences   
  Yes xx (xx.x) xx (xx.x) 
  No xx (xx.x) xx (xx.x) 
 
Denominator of the percentage is the total number of patients in each group.  



 

 

Table 5: Summary of Adverse Events by severity. 

 

Event Lopinavir/ritonavir (n=XX) 

 Any Grade Grade 3 or 4 

Any adverse event, n (%) xx (xx.x) xx (xx.x) 

Adverse Event 1 xx (xx.x) xx (xx.x) 

Adverse Event 2 xx (xx.x) xx (xx.x) 

… xx (xx.x) xx (xx.x) 

Serious adverse event xx (xx.x) xx (xx.x) 

Serious Adverse Event 1 xx (xx.x) xx (xx.x) 

Serious Adverse Event 2 xx (xx.x) xx (xx.x) 

… xx (xx.x) xx (xx.x) 

 

Denominator of the percentage is the total number of patients in the each group. 

 


